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Principles 
(Chapter IV CIR (EU) 2021/808)

An extension of the scope can/should be accomplished in an efficient and 
analytically sound way. This can be achieved by carrying out a validation on a 
reduced number of samples compared to a full validation.

The type and number of modifications to be validated in a single reduced validation 
scheme shall always be based on expert knowledge and previous experiences, e.g. a 
change in detection technique would require a complete validation in any case.

Ideally, this ongoing method performance control is designed in a way that the 
missing data for a complete validation can be collected over time (e.g. with a few data 
points from QC samples in each analytical series).

Extension of the scope of 
methods
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Principles 
(Chapter IV CIR (EU) 2021/808)

4.1.   Extensions of methods as regards to the range of concentrations

Due to changes of MRLs, MLs, and RPAs it may become necessary to adjust 
the concentration range for which a method is validated. For such a case, the 
application of a reduced validation scheme is acceptable.

4.2.   Extensions of methods as regards to additional substances

Generally, the method extension to additional compounds is only possible for 
analytes, which are similar structure and characteristic-wise compared to 
those already included in the analytical method. For such a case, the 
application of a reduced validation scheme is acceptable. Likewise, no 
divergence from the method description is allowed.

Extension of the scope of 
methods
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Principles 

4.3.   Extensions of methods as regards to matrices/species

The inclusion of new matrices or species in an already validated analytical 
method shall always be a case-by-case decision based on the knowledge and 
experiences gained so far with the method and preliminary experiments 
assessing potential matrix effects and interferences. Generally, this will only 
be possible for matrices that exhibit similar properties and for non-critical 
analytes (stability, detectability).

In cases where MRLs for a specific substance differ for certain matrices, it 
will most likely be difficult to adapt the method scope to the additional 
matrix/species and concentration, since in this case two modifications have 
to be considered. In such cases a full validation is recommended.

Extension of the scope of 
methods
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1. Introduction
1.1. Scope
1.2 Extension of method

2. General considerations on 
the extension of methods

2.1. Analytes
2.2. Concentration range
2.3. Species and matrices
2.4. Changes to the 

method

EURL Guidance
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4. Changes in the method

small changes, e. g. a change of LC or GC column from 
one supplier to another, a new or another IS or a change 
of LC or GC system

= >  Is it a major change ?

EURL Guidance  

Practical implementation of reduced validation schemes

Experimental designs for 

the “conventional validation approach”

the “alternative validation approach”



… the type and number of modifications to be 
validated in a single reduced validation scheme 
should always be based on expert knowledge 
and previous experiences ….

• Extension is possible when no major divergence of 
the method is needed.

– Documentation of reasons !
…based on previous experiences ….!
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Extensions
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Major Change ?

Concentration ranges



Overview of samples
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Minimum sample numbers without : Relative matrix effect
Standard calibration
Quality control samples
Stability

Conventional, 
full

Conventional, 
extension

Alternative, full Alternative, 
extension

Matrix 
calibration

3 x 5 =15 1 x 5 = 5 8 x 5 = 40 4 x 5 = 20

Specificity (only
analytes, not IS)

3 x 7 = 21 1 x 6 = 6 8 x 1 = 8 4 x 1 = 4

Fortified
samples

3 x 3 x 7 =63 1 x 3 x 6 = 18 8 x 5 = 40 4 x 5 = 20

Ruggedness 1 x 6 = 6 Not included in 
reduced scheme

Included by design Included by design

Σ 105 29 88 44



Experimental plan (conventional)
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Method extension using the alternative 
validation approach
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A well established method for nitroimidazoles in muscle and plasma is available

= > Plan : Extension of the method to milk

• Preliminary experiments suggest that method might be applicable to milk

Run Species Matrix Operator Amount 
of matrix

Storage of extract Filtration Final 
volume

Run 01 pig muscle unfamiliar 2 g 2-3 days of storage at +4 °C no 200 μL

Run 02 pig muscle familiar 2 g immediate analysis yes 120 μL

Run 03 turkey muscle unfamiliar 1 g 2-3 days of storage at +4 °C yes 120 μL

Run 04 turkey muscle familiar 1 g immediate analysis no 200 μL

Run 05 pig plasma/serum unfamiliar 1 g immediate analysis no 120 μL

Run 06 pig plasma/serum familiar 1 g 2-3 days of storage at +4 °C yes 200 μL

Run 07 turkey plasma/serum unfamiliar 2 g immediate analysis yes 200 μL

Run 08 turkey plasma/serum familiar 2 g 2-3 days of storage at +4 °C no 120 μL



Validation Evaluation (graphical)
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8 runs

Mean calibration curve

Confidendence interval

CCα calculation
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• Factor ′species′ has to be disregarded

• Choose 4 runs to repeat with the new matrix

• Factor levels for the runs to be repeated need to be equally distributed

Run Species Matrix Operator Amount 
of matrix

Storage of extract Filtration Final 
volume

Run 01_2 pig muscle milk unfamiliar 2 g 2-3 days of storage at +4 °C no 200 μL

Run 02_2 pig muscle milk familiar 2 g immediate analysis yes 120 μL

Run 03_2 turkey muscle milk unfamiliar 1 g 2-3 days of storage at +4 °C yes 120 μL

Run 04_2 turkey muscle milk familiar 1 g immediate analysis no 200 μL

Run 05 pig plasma/serum unfamiliar 1 g immediate analysis no 120 μL

Run 06 pig plasma/serum familiar 1 g 2-3 days of storage at +4 °C yes 200 μL

Run 07 turkey plasma/serum unfamiliar 2 g immediate analysis yes 200 μL

Run 08 turkey plasma/serum familiar 2 g 2-3 days of storage at +4 °C no 120 μL

Method extension using the alternative 
validation approach



Extension Evaluation (graphical)
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Run 1-2-3-4 
Milk

Run 5-6-7-8
muscle
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• Factor level influence is comparable and not critical

Example: metronidazole

Method extension using the alternative 
validation approach



Extension of Methods - J. Polzer Page 17SARAF Training 
December 2023

• Evaluation by combining data from 4 repeated runs and data from old
plasma/serum runs

• Requirements of CIR 2021/808 are fulfilled

• Parameters of initial validation and revised validation are in the same 
range
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Method extension using the alternative 
validation approach



Considerations
The results of a successfully conducted reduced 
validation scheme can be accepted as a contribution 
to proving the fitness for purpose of the method.

The modified method may henceforth be applied. 

To assure the validity of this assumption the method 
performance shall be monitored continuously and 
compared to the initially obtained validation 
parameters. 
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Method extensions…
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Internal QC

Gives an idea of the 
validity of the calculated 
measurement 
uncertainty

Recommendations…

Make use of ongoing method performance control !

Ideally, this ongoing method performance control is designed 
/planned in a way that the missing data for a complete 
validation can be collected over time (i. e. a few data points in 
each analytical series). 

Recovery control chart – warning limit 2s
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Thanks for your attention ! 

Contact:

www.eurl-residues.eu

eurlvetdrug@bvl.bund.de


